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Date:
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From:

Subject:

To:

DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
Food and Drug Administration

Memorandum

12/03/02

Gloria Chang, IDS/Pharmacist, Division of Standards and Labeling Regulations,
Office of Nutritional Products, Labeling and Dietary Supplements, HFS-820

75-Day Premarket Notification of New Dietary Ingredients
Dockets Management Branch, HFA-305

New Dietary Ingredient: BioVitaflu/BioVitabronch (Vitex negundo, L)

Firm: Kelatron Corp.

Date Received by FDA: 2/11/02

90-Day Date: 5/12/02

In accordance with the requirements of section 413(a) of the Federal Food, Drug, and
Cosmetic Act, the attached correspondence for the aforementioned dietary ingredient should

be placed on public display in docket number 95S-0316 as soon possible. Thank you for

Gloria Chang, IDS/Pharyhdcist

your assistance.

Attachments

955«03/6 KPT//7



~ \‘5*.‘ Ill"qt

’ { DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

‘u;h

Food and Drug Administration
College Park, MD

APR 26 2002

Mary Ann Coral-Amasifuen

Kelatron Corporation World Headquarters
1675 West 2750 South

Ogden, Utah 84401

Dear Ms. Coral-Amasifuen:

This is in response to four separate notifications you submitted pursuant to 21 U.S.C.
350b(a)(2). All four notifications were received by the Food and Drug Administration (FDA)
on January 3, 2002, followed by an addendum dated January 10, 2002. In follow up, we
contacted you by telephone on January 14, 2002 notifying you that the notifications were
incomplete (see background of follow up below). Subsequently, you sent addendums dated
January 18, and February 5, 2002. We received your last addendum for your notifications

dated February 5, 2002 on February 11, 2002. Therefore, the effective filing date for all four
notifications is February 11, 2002.

As noted above, we contacted you by telephone on January 14, 2002 notifying you that the
notifications were incomplete in that they did not contain levels of the dietary ingredients,
conditions of use, or copies of the full-text journal articles corresponding to the abstracts you
sent us. We explained that the requested information would have to be submitted in triplicate
(3 copies) if we were to consider these references in our review. On January 24, 2002, we
called you again and left a message that the addendums that you sent dated January 18, 2002,
did not contain the levels of the new dietary ingredients as requested.

Each notification concerned a different botanical that you assert is a new dietary ingredient.
The botanicals are listed below by the Latin binomial name, plant form, and product name as
stated in your notifications.

Vitex negundo L. (pure leaf powder ) -- BioVitaflu/BioVitabronch
Blumea balsamifera L. (pure leaf power) -- BioRenal
Mormadica charantia L.- Makiling v. (pure leaf powder) -- BioDiamed
Lagerstroemia specious L. (pure leaf powder) -- BioDiamend

The law at 21 U.S.C. 350b(a)(2) requires that a manufacturer or distributor submit certain
information to FDA at least 75 days before a new dietary ingredient or a dietary supplement
containing it is introduced or delivered for introduction into interstate commerce. This
information must include the basis on which the manufacturer or distributor has concluded
that the new dietary ingredient or a dietary supplement containing it will reasonably be
expected to be safe. FDA reviews this information to determine whether it provides an
adequate basis for such a conclusion. Under 21 U.S.C. 350b(a)(2), there must be a history of
use or other evidence of safety establishing that the dietary ingredient, when used under the
conditions recommended or suggested in the product’s labeling, will reasonably be expected
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to be safe. If this requirement is not met, the new dietary ingredient or dietary supplement
containing it is deemed to be adulterated under 21 U.S.C. 342(f)(1)(B), because there is
inadequate information to provide reasonable assurance that the new dietary ingredient does
not present a significant or unreasonable risk of illness or injury.

FDA has considered the information in your notification and has several significant concemns.
Based on the information in your notification for all four botanical ingredients, FDA has
determined that the information submitted suggests that the intended uses imply or represent
treatment of disease. The following are examples.

e The botanical ingredient Vitex negundo L., the product name
"BioVitaflu/BioVitabronch" implies a recognizable disease condition, the "flu". FDA
considers a brand name that includes a disease name or a clearly recognizable
derivation of a disease name to be a disease claim. (See 21 CFR 101.93(g)(2)(iv)(A).)

e Under the conditions of use for the botanical ingredient Blumea balsamifera L.
(BioRenal) you state that BioRenal might be effective as a diuretic and as an anti-
urolithiasis agent (chronic formation of kidney stones).

e Under the conditions of use for the botanical ingredient Mormadica charantia L.-
Makiling v. (BioDiamed) you state that the recommended use is that it may be helpful
for blood sugar regulation and type II diabetes mellitus.

e Under the conditions of use for the botanical ingredient Lagerstroemia specious L.-
(BioDiamend) you state that clinical trials indicated that BioDiamend may have some
blood sugar lowering properties in vivo and therefore the recommended use is that it
may be helpful for blood sugar regulation and type II diabetes mellitus.

Please be advised that any representation that a product is intended for the diagnosis, cure,
mitigation, treatment or prevention of disease in man or animals suggests that it is a drug, as
defined in 21 U.S.C. § 321(g)(1)(B), and would be subject to regulation under the drug
provisions of the Federal Food, Drug and Cosmetic Act. All drugs must be approved by FDA
before they can be marketed in the United States. If you wish to market your products as
drugs, you should contact FDA’s Center for Drug Evaluation and Research (CDER), Office of
Compliance, HFD-310, 7520 Standish Place, Rockville, Maryland 20855.

FDA also has concerns about the evidence on which you rely to support your conclusion that

the four botanical ingredients in your notifications will be reasonably expected to be safe for
the suggested or intended uses.

Much of the history of use information you submitted appears to be selected pages printed
from commercial magazines or promotional literature. Some of the sources of these articles
were not identified nor were the specific ingredients in your notifications mentioned in the
articles. These articles primarily focus on anecdotal use for disease conditions and do not
address safety. The statements in these articles cannot be validated and are not corroborated
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by scientific data. Although requested, you did not provide us with photostatic copies or
reprints of all of the abstracts or the complete reference citation for what appears to be an
excerpt from a reference book. Consequently, those abstracts and excerpts were not
considered in our review.

We are also unsure if the botanical ingredients described in some of the scientific literature
were the same as those described in your notifications. Further, we are not sure if the specific
genus, species, and author citations are correct for two of the botanical ingredients. Although
we searched a number of botanical databases, we could not find the specific Latin binomial
names Mormadica charantia L. and Lagerstroemia specious L as stated in your
notifications. We are aware of the Latin binomial names Momordica charantia L. or
Momordica charantia Linn. and Lagerstroemia speciosa L. or Lagerstroemia speciosa (L.)
Pers. However, when referring to your botanical ingredients in this letter, we will be using
the Latin binomial names as stated in your notifications.

We also have concerns regarding the scientific information that was submitted. Most of the
scientific articles and unpublished reports in your notifications primarily address use of the
study ingredients as drugs to treat specific disease conditions and do not provide adequate
evidence of the safe use of the specific ingredient. Also, it was not clear if the ingredients
used in some of the studies were the same ingredients (genus, species, and author citation),
the same part of the plant, or the levels per serving dose, as those stated in your notifications.

In your notification on Vitex negundo L (BioFlu/Bio Vitabronch), you submitted a summary
of an unpublished, uncontrolled, open label study evaluating the safety and efficacy of Vitex
negundo L (Lagundi) tablets as an antitussive agent. The trial titled Section 5.2:Phase II
Clinical Trial was conducted from January to December 1984. Twenty-five subjects were
enrolled, 20 children and 5 adults. Subjects were described as having acute asthma (n=4) or
upper-respiratory, non-bacterial infection (n=21). There was a single concluding statement of
safety that noted that there were no untoward side effects noted or volunteered. No details or
specific data on safety was provided. We also note that the actual dose level in each tablet
was not stated. Further, subjects with present or past disease conditions were explicitly not
enrolled in the trial as stated in the exclusion criteria of the study. This is of particular
concern since under your conditions of use there are no recommendations to restrict its use in
persons with pre-existing disease conditions.

In the report of a randomized study comparing lagundi (15 mg/kg taken every 8 hours for

3 days) to theophylline (3 mg/kg taken every 8 hours for 3 days) for the treatment of acute
asthmatic exacerbation (a disease condition), forty-three subjects were enrolled, however;

3 subjects dropped out after 24 hours. Twenty of the subjects were exposed to lagundi. The
analysis was done on forty subjects, 6 males and 34 females. For almost all outcome
measures the theophylline group was superior to the lagundi group. Adverse events were
noted for 8 theophylline subjects and 5 in the lagundi group. In the lagundi group, the side
effects noted were emesis (2 cases), palmar desquamation (2 cases) and increased urinary
frequency (1 case). The author did not comment on the subjects that developed palmar
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desquamation. The author also expressed concerns about the inadequacy of this study and
recommended further evaluation and investigation of lagundi.

We also have concerns regarding the short exposure time to lagundi. The total clinical
exposure cited as a safety database consists of only approximately 45 individuals with only a
maximum exposure to lagundi of 72 hours. Considering that you did not indicate any
limitation or duration of use, these studies do not address chronic use or long term use.
Further, we have concerns that subpopulations with present or past medical conditions that
were excluded in the study, were not recommended for exclusion under your conditions of
use. Accordingly, the study cannot support the conclusion that lagundi is reasonably expected
to be safe if marketed as a new dietary ingredient for the intended or suggested use.

In the notification for Blumea balsamifer L. (BioRenal), you submitted sections of a larger
unpublished study labeled as "7.0 CLINICAL TRIALS." The subsections are; 7.1 "Phase I:
Sambong Tablet as Diuretic", 7.2 "Phase II:Clinical Trial of Sambong Tablet as Diuretic,"
7.3 "Phase II:Sambong Tablet as anti-urolithiasis," 7.4, "Phase III clinical Trial of Blumea
balsamifer L (Sambong) tablet in the treatment of urinary tract stone: a randomized double-
blind placebo-controlled study”, and 7.5 "Extended Phase IIl Open Trial of Blumea
balsamifer L (Sambong) for the treatment of urinary tract stones."

All of the studies were small. Overall, 59 subjects were exposed to Sambong across all

5 studies. Exposure time ranged from 2 days to a maximum of approximately 6 weeks. Most
of the exposures were less than 6 weeks.

In the studies for diuretic use, we have the following specific comments. No mechanism for
the diuretic activity was ascertained, yet based on the conclusions reached that the diuretic
effect of Sambong was comparable to thiazide diuretics, Sambong use may pose a safety risk
in a normal population or in a subpopulation who may be also using other diuretics. The
studies did not sufficiently address safety. Based on the conclusions in the study that
Sambong tablets produced statistically significant diuresis and chloriuresis comparable to
hydrochlorthiazide given at 50 mg in 2 divided doses, we have concerns that this may pose an
electrolyte imbalance risk in normal populations or in a subpopulation with certain present or
past medical conditions. Your recommended conditions of use only excluded use in lactating
or pregnant women. Your recommended use in adults 18 years old and over neither included
instructions on limitations or duration of use nor excluded use for any other populations that
may be at risk either for using diuretics or due to concurrent use of other diuretic agents.

In addition, we have concerns regarding the implied use of BioRenal to treat or prevent
kidney stones, a disease condition. We have significant safety concerns that consumers will
not be able to self diagnose this specific disease condition and that prolonging medical
treatment may lead to more serious health consequences.

In your notification for Mormadica charantia L.- Makiling v. (BioDiamed), the only full text
journal article, was a general summary on the anti-diabetic properties and phytochemistry of a
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botanical Momordica charantia L. Please note the difference in the Latin binomial names for
your botanical ingredient and the botanical cited in the article. The article primarily focuses
on general efficacy, and not the safety of the seeds or juice of the plant. It does not address
the specific plant part or form (the pure leaf powder) or the serving levels as that of your
ingredient. Further, the in vivo animal studies information presented a general overview of
referenced toxicity studies and focused primarily on the juice or extracts of Karela. You did
not provide the referenced full text journal articles in your notification. We are unsure if
Karela is the same plant source or plant form as your ingredient. Nonetheless, the animal
toxicity information did not provide any dosing levels used nor did it address the specific
plant form described in your notification.

Thus, we conclude that the evidence of safety from the article was minimal or lacking and no
conclusions of safety can be drawn from the report. We also cannot draw any safety
conclusions from the other published report on the hyperglycemic activity of polypeptides of
a plant source (fruit, seeds, and tissue). That report focuses on a peptide isolated from the
seeds and tissue of a botanical variety, Momordica charantia Linn. and does not describe the
specific plant part (pure dried leaf powder) described in your notification. Further, the report
primarily addresses hypoglycemic activity of the peptide and the only safety information is a
statement that referenced a study using a polypeptide-p-ZnCl in three juvenile patients. A
photostatic copy or reprint of the full published text of that citation reference was not included
in your submission. Thus, no conclusions regarding safety can be drawn from the report.

In your notification for Lagerstroemia specious L., the study submitted appears to be an
unpublished trial titled "The Clinical Study on the Water Extract of Leaves of Lagerstroemia
specious L for Mild Cases of Diabetes Mellitus." Twenty-four subjects over the age of

20 years were studied. There is very little information on safety in this report and it is unclear
if the study was a single or double-blinded study, a critical concern in safety analysis. The
only statement regarding safety was a statement that all 24 subjects did not have any adverse
effects. In the absence of detailed safety data and the small size of the study, there is very
little evidence to conclude that the ingredient can be reasonably expected to be safe for its
intended or suggested use.

Overall, the evidence of safety provided for all four of the dietary ingredients submitted is
either minimal or lacking. All of the supporting studies were of a short duration, without any
evidence demonstrating safety with chronic exposure. You indicated that under conditions of
use these ingredients in general, were to be recommended for use in adults (18 and over) and
were not to be used by lactating or pregnant women. However, the study exclusion criteria
specifically excluded subpopulations with certain medical conditions from the studies. This
may be of particular concern, because under your conditions of use you did not indicate any
limit or duration of use for the four botanicals and persons excluded from clinical trials are
not excluded under your recommended conditions of use.

We have determined that the history of use information you submitted in all four of your
notifications has limited utility in evaluating the safety of these ingredients if marketed as
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dietary supplements. In conclusion, the information in your notifications does not provide an
adequate basis to conclude that Vitex negundo L., Blumea balsamifera L., Mormadica
charantia L.- Makiling v., and Lagerstroemia specious L. are reasonably expected to be safe
when used under the recommended or suggested conditions of use. Therefore, any product
containing any of the botanicals listed in your notifications as Vitex negundo L., Blumea
balsamifera L., Mormadica charantia L.- Makiling v., and Lagerstroemia specious L. may
be adulterated under 21 U.S.C. 342(f)(1)(B) as a dietary supplement that contains one or more
new dietary ingredients at levels for which there is inadequate information to provide
reasonable assurance that they will not present a significant or unreasonable risk of illness or
injury. Adulterated or unsafe dietary supplements are prohibited under 21 U.S.C. 331(a) and
(v) from being introduced or delivered for introduction into interstate commerce.

Your notifications will be kept confidential for 90 days after the filing date of

February 11, 2002. After May 11, 2002, the four notifications will be placed on public
display at FDA’s Docket Management Branch in docket number 95S-0316. However, any
trade secret or otherwise confidential commercial information in the notifications will not be
disclosed to the public.

Prior to May 11, 2002, you may wish to identify in writing specifically what information in
your notifications you believe is proprietary for FDA's consideration. Nevertheless, our

Center’s Freedom of Information Officer has the authority to make the final decision about
what information in the notifications should be redacted before they are posted at Dockets.

If you have any questions concerning this matter, please contact us at (301) 436-2371.

Sincerely yours,

Db A Ao bl

Felicia B. Satchell

Director

Division of Standards
and Labeling Regulations

Office of Nutritional Products, Labeling
and Dietary Supplements

Center for Food Safety
and Applied Nutrition
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Mr. Gary Coody [
Office of Nutritional Products

Labeling and Dietary Supplements (HFS-805)

Center for Food Safety and Applied Nutrition

Food and Drug Administration

5100 Paint Branch Parkway

College Park, Md. 20740

Dear Mr. Coody,

In reference to the submission of information on the botanicals
trademarked Biodiamed, Biodiamend

Biorenal and Biovitabronch/Biovitaflu in accordance with the regulation:
TITLE: 21 Food And Drugs

Chapter I — Food and Drug Administration

Dept of Health and Human Services

Part 190 — Dietary Supplements

Subpart B—New Dietary ingredient Notification

Sec. 190.6 Requirement for premarket notification

Please accept the enclosed modified pages which include Directions (for use) under the
Condition of use clause.

Also enclosed are additional materials (clinical trial data)on Biorenal for your review.

I believe this was the missing information.

Please call me directly at my office in North Carolina, 252-234-7160 if further
information is needed.

Thank you,

%M;ZAnn Coral-Amasifuen



From:
Mary Ann Coral-Amasifuen

Kelatron Corporation World Headquarters Kelatron Corporation Botanical Division
1675 West 2750 South ‘ 2145 Barefoot Park, SW

Ogden, Utah 8440 Wilson, North Carolina 27893

Phone (801) 394-4558 Phone: (252) 234-7160

To

Office of Nutritional Products

Labeling and Dietary Supplements (HFS-805)
Center for Food Safety and Applied Nutrition
Food and Drug Administration

5100 Paint Branch Parkway

College Park, Md. 20740

Atten: Gary Coody

ith:
TITLE: 21 Food And Drugs
Chapter I - Food and Drug Administration
Dept of Health and Human Services
Part 190 - Dietary Supplements
Subpart B—New Dietary ingredient Notification
Sec. 190.6 Requirement for premarket notification

(1) Name and address of distribytor: Kelatron Corporation
1675 West 2750 South

Ogden, Utah 84401

(2) Name of new dietary ingredient: BioVitaflu / BioVitabronch (Vitex negundo, L)

(3) Description of new ingredient: BioVitaflu / BioVitabronch is the bulk pure leaf powder of the plant
variety Vitex negundo, L. harvested for medicinal purposes in the Philippines. There has been clinical
research done on the effectiveness of this plant for enhancing air flow in and out of lungs and reducing
phlegm caused by congestion in the lungs. It is currently in use in the Asian market under the name Lagundi,
which is the local name for the plant in southeast Asia.

(3) (i) Level of new ingredient: The product contains only the pure plant leaf powder of Vitex negundo, L
and no other substance, to be sold in bulk powder form to retail manufacturers.

(3) (i) Condition of use: : In general, to be used by adults (18 and over). Not to be used by lactating or
pregnant women. Directions: One 600 mg ca i

Q)
(5) Signature
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From:
Mary Ann Coral-Amasifuen

Kelatron Corporation World Headquarters Kelatron Corporation Botanical Division
1675 West 2750 South : . 2145 Barefoot Park, SW

Ogden, Utah 8440 Wilson, North Carolina 27893

Phone (801) 394-4558 Phone: (252) 234-7160

To:

Office of Nutritional Products

Labeling and Dietary Supplements (HFS-805)
Center for Food Safety and Applied Nutrition
Food and Drug Administration

5100 Paint Branch Parkway

College Park, Md. 20740

Atten: Gary Coody

In accordance with:

TITLE: 21 Foed And Drugs

Chapter [ — Food and Drug Administration

Dept of Health and Human Services

Part 190 — Dietary Supplements

Subpart B—New Dietary ingredient Notification
Sec. 190.6 Requirement for premarket notification

(1) Name and address of distributor: Kelatron Corporation
1675 West 2750 South
Ogden, Utah 84401

(2) Name of new dietary ingredient: BioVitaflu / BioVitabronch (Vitex negundo, 1)

(3) Description of new ingredient: BioVitaflu / BioVitabronch is the bulk pure leaf
powder of the plant variety Vitex negundo, L. harvested for medicinal purposes in the
Philippines. There has been clinical research done on the effectiveness of this plant for
enhancing air flow in and out of lungs and reducing phlegm caused by congestion in the
lungs. It is currently in use in the Asian market under the name Lagundi, which is the
local name for the plant in southeast Asia.

(3) (i) Level of new ingredient: The product contains only the pure plant leaf powder of
Vitex negundo, L and no other substance, to be sold in bulk powder form to retail
manufacturers.

(3) (ii) Condition of use: : In general, to be used by adults (18 and over). Not to be used
by lactating or pregnant women.

(4) History of use: see attachment 44
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From:

Mary Ann Coral-Amasifuen

Kelatron Corporation World Headquarters Kelatron Corporation Botanical Division
1675 West 2750 South 2145 Barefoot Park, SW

Ogden, Utah 84401 Wilson, North Carolina 27893

Phone (801) 394-4558 Phone: (252) 234-7160

To:

Office of Nutritional Products

Labeling and Dietary Supplements (HFS-820)
Center for Food Safety and Applied Nutrition
Food and Drug Administration

200 C Street SW

Washington, DC 20204

In accordance with:

TITLE: 21 Food And Drugs

Chapter I — Food and Drug Administration

Dept of Health and Human Services

Part 190 — Dietary Supplements

Subpart B—New Dietary ingredient Notification
Sec. 190.6 Requirement for premarket notification

(1) Name and address of distributor: Kelatron Corporation
1 1675 West 2750 South
/" Ogden, Utah 84401

(2) Name of new dietary ingredient: BioVitaflu / BioVitabronch (Vitex negundo, L)

(3) Description of new ingredient: BioVitaflu / BioVitabronch is the bulk pure leaf
powder of the plant variety Vitex negundo, L. harvested for medicinal purposes in the
Philippines. There has been clinical research done on the effectiveness of this plant for
enhancing air flow in and out of lungs and reducing phlegm caused by congestion in the
lungs. It is currently in use in the Asian market under the name Lagundi, which is the
local name for the plant in southeast Asia.

(3) (1) Level of new ingredient: The product contains only the pure plant leaf powder of
Vitex negundo, L. and no other substance, to be sold in bulk powder form to retail
manufacturers.

(3) (i1) Condition of use: Clinical trials indicated that BioVitaflu/BioVitabronch may be
effective in relaxing smooth muscle tissue and ease night time coughing.

(4) History of use:

(5) Signature
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ORGGINAL ARTICLE:

THE EFFECT OF “LAGUND
(a local herb) TABLETS ON
BRONCHIAL ASTHMA IN ADULTS:
RANDOMIZED DOUBLE BLIND STUDY
WITH THEOPHYLLINE®

By: Romec P, Chu, M.D.**

Forty otherwise healthy astlumatics were
included in a randoinized double blind compara-
tive study between lagurdi tablets and the
standard drug theophylline. There were, 20
subjects per treatnent group; 7 of the subjects
were inales and 33 {rmales. The patient prefile
of both treatment groups were comparable,
Likewice, the bessline parerieters of both
groups were alse cempagabie. Resuits showed
thzi both lkagurdi and «theophyiiine cauced
s'gnifizant bronchoZiiation over time. Statistical
analviis ghowsd <izuifizant increiss in the
mean peak eapizatury Jow rate (PEFR) of the
jzrundi group beginning at the 3:d hour. This
s’:;-vs the cnset of z2ction of laguadi to be at
3 keurs postdosing. For the theophyliine group,
crnificant inciesse in the PEFR values was
r..ated at 1 hour wiich corresponds to its
onsct of action. ANOVA  with repeated
measures showed no sipnificant difference bet-
ween lagundi and theophyline with respect
to their effects on PEFR. However, s'nce the
cample size is iradequate, it cannot yet be con-
cluded that lagundi is as effective as theophy-
line. Patients ueated with lagundi failed to
show a significant improvement of their wheez.
ing over time but might have prevented the
wheezing from g:iting worse. Patients treated

with theophylline howeve? showed sipnificant -

improverent of their wheezing 2s early as the
sccond hour. The theophylline treated patients
kad significantly better wheezing scores than
the lagundi group at the 6th, 8th, 24th and

® FIRST PRIZE wizncr, Gth PAFP-SANDOZ RE.
SEARCH CONIEST, Fei. 19, 1988, Mlenue Midtown
hotel

o pesilent Pryvacwn, Cor of Femiilv Mcdicine
(155874, Philippine Cenere! Hospiral, Manila,
Fhiypires
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48th hour. There were no significant differ-
ence in the severity of cough, dyspnea and

chest pain in both treatment groups over -

time. However, the theophylline treated group
had better “cough” than the lagundi“group at
the 24th and the 48th hour. The theophylline
group had also better “*dyspnea” scores than
the lagundi greup at the 48th hour, There was
ro significant difference between lagundi and
thecophylline in terms of the eifects on pulse
rate, respiratory rate and blood pressure (BF)
readings. However, there was significant dec-
rease in the niean sitting systolic BP and stand-
ing diastolic BP over time. This needs further
investigation.  Side eifects seperted in the
lapundi group wers vomitirg, desgquamation
of the skin over the palms and increased fre-
quency of vrinstion. In the theophyliline group,
the sid2 effects reported were nausea, vomiting,
cold sweats, palpitations, tremors, headache
and epigastric pain. Overall, lagundi-displayed
significant  bronchodilating effects. Although
theophylline has a slight cdge in terms of thera-
peutic efficecy, lagundi still holds to be a pro-
mising drug in the future.

INTRODUCTION

The use of plnts for medicinal purposes
is 25 old as man himself. Primitive man prob-
ably leamned their medicinal value from intui-
tion and observation of the animals around
him. Through trial and emor, he discovered
the efficacy of certain plants for certain ail-
ments anG he passed this knowledge on to his
neighbors, From such beginnings sprung our
prescnt knowledge of the use of plant consti-
tucnts in the treatnient of disease,

Philippine florz abounds with plants of me-
dicinal value. Scieutific proof of efficacy, es-
tablished through the isolation of their active
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constituerts and siudiss on treir pharmacolo-
gic actons, has beta accomplsied on some
of these plants. This work was dore principal
ly by the University of the Philippines, the
Nattonal Iastitute of Science and Technology
(NIST) and the Philippine Council for Health
Research and Development (PCHRD). How-
ever, there remains a large number of plants,
widely used in folk medicine, still to be inves-
tigated. One of thess plants is Lagundi.

Vitex negundo (Lagundi, Tag.) is an erect,
branched sarub which grows throughout the
Philippines. It is fcund more commonly in low
and medium altitudes and in waste places,
thickets, and similar locations. The leaves
usually have 5 lca.t;]cLs (rarely 3) which are
palmately arranged. These {eaves are found
to have an essential oil and resin, while the fruit
contains an acid resin and an astrinigent organic
acid. The leaves and seed of the plant were first
reported as a medicne by Fr. Clain. Thereefter,
more medicinal uses for the plant have becn
reported, ar:ong which*are: as cleanser for
ulcers, as l!actzgogue, fébrifuge, expectorart,
wound disinfectaiit and for flatulence. Tha
leaves in particular have bceon used as insecti-
cide, anti-indlammatory, expecicrant, and for
catarrh and headache.

Open chrecal wrials have chown that the
decoction of leaves of lug:indi dscreased the
frequency of cough and incress=d the volume
of expectorauion. In a study in guinea pigs,
usng citric aad as cough inducer, the anti
wssive effect of the decoction was comparabie
10 that of dextrometorphan., -

Anecdotal 12ports seem to show a favorable
response of asthmatic patients to lagundi leaves
decoction. The bronchodilating activity of la-
gundi leaves has repeatedly been shewn using
the cat trachieal chain model. One child in acute
asthma showed improvement of FEVI, FVC
and PEFR aflter a single dose of lagundi leaves
decoction,

OBJECTIVES:

1. To determ:ine the therapeutic efficacy of
lazundi tzblets or bronchial asthume in adults.

2. To compare the effect of lagurdi tablet
to tiat of theorbyliine ttiet on bronchial
asthrea,

3. To determine the onset of action of the
bronchodilating activity of lagundi tablet on
broncidal asthma.

4. To compare the adverse effect/s of lagun.
di tablets (if any) to that of theophylline
tablets on bronchial asthma, )

METHODOLOGY:
A. Preparation of Test Drugs

1. Lagundi tablets made frem pulverized
dried lagundi leaves were manufactured by
PCHRD. The tablets utilized were from lot no.
28108601.

2. Theophylline tablets (125 mg/tab) were
street purchased,

1. Includon critedia:

a. Msles and femals 14 years znd above
with definite history of asthma.

b. Patients whose PEFR is less than BS%
of predicted value and who are able to demons-
trate that their bronchospasms is reversitle
in the follecwing manner: :

The patient's beak expiratory flow rate is
recorded before and 15 minutes after 2 inhala.
tions of a metersd dose (100 mcg) of salbuta-
mol ecrosol. Only patients whose PEFR s In-
creased by 20% will be admitted to the study.

¢. Except for asthma, patients must be ig
good geaeral health,

d. Patients who have been fully informed of
the possible risks and benefits of participation
and have voluntarily agreed to participate i
this study. For mirors, pareats or guardiang
who are fully informed shall also sign the con-

sent.
2. Exclusion criteria:’

. Patients with severe asthma as defined:
. grade 24 or worse (see Appendix A)

. presence of resting tachycardia

. pulsus paradoxus k 20 mmHg

. PEFR 120 or kss

. impending ventilatory failure

[P S
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b. Patients wha requiie mointenance doses
of any medications othsr than the test drug.
Patients on beta — 2 agonict agents ang shon
or long sciing theophyliine praparations ass
required to stop medizaiions at lezst 24 hours
prior to the study.

¢. Patients who have uzd systemic steroids
chrorically within six” months before entry
info the study; or have us2d a single dose of
dexamethasone or betan.ethasone within «ix
weeks before entry into the study; or have
uscd systemic short acting steroids within 14
days before entry into the study.

d. Patients who have uwed disodium cromo-
glycate or ketotifen within seven days before
entry into the study.

e. Pztients with any of the {following:

. cardiac arrthythmia

noderate to severe hiypertension

. patients on beta blocker therapy

. insulin dependent <iatriss metiitus
. sizniificant hepatic or renal disease

P N e

f. Paticnts who are pregran: or lactating.
C. Study Design

This is a double blind standard drug con-
trolled study utilizing 40 patients who are
randomly z.igned to I woups: Group |
(20 patients) to receive theophyliine (3 mg.f
kg./dose) repeated every 8 hours for 9 dos:s.
Group 2 (20 patients) to receive lagundi (15
me./kg.[Cose) repeated every 8 hours for 9
doses.

After a patient has been wlected as a candi-
date for the study and has given informed con-
sent, the following procedutes were performed.

1. complete medical history and physical
examination with emphesis on PEFR, sitting
and standirg blood pressure, respiratory rate,
pulse rate and auscultation of the chest.

2. routine laboratory fests:

a. hematology: hemcglobin, hematoarit,
wota} wlhite cell count, differential count,
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erythrocyte sedimeniation 1:t¢, reticulocyte
count and plawlet count.
b. blood ckemistries: BUN, creatinine,
SGPI, RES
c. urinalytis

[

chest x-ray (optional)

In all patients ensolled into the study, suffi-
ciznt time was allowed for recovery from the
salbutamol test (at least 8 hours). Once the
PEFR is again less than 85%, then the study is
resumed. '

During the course of the study, all food
subsiances must be caffeine-free. Na coffee,
tea, chocolate or softdrinks were allowed.

Prior to giving of medications (baseline)
and at 1S minutes, 30 minutes 1, 2, 3, 4, §,
8, 24, 48 and 72 hours post-desing, the fcl-
lewing were sxamined (or 2sked) and properly
1ecorced:

1. sitting 2nd standing blood pressure

2. pulse rate

3. respirztery rate

4. PEFR at standing position (the highest
of 2t least 3 acczptable efforts was recorded)

S. chest euscultation noting the degree cf
wheezing scored as follows: nore — o; mild -1;
moderate — 2; severe — 3.

6. severity of cough scored as above

7. degree of dyspnea scored as above

8. degree of chest pain scored as above

Sid= effects or adverse reactons were des-
cribed and properly recorded.

D.  Intercurzent Events

Patients viere not allowed to take concomit-
tant medications during the study. If the
patient does not respond to either lagundi or
theophylline, then salbutamol tablets at a ma-
ximuem dose of 2 mg. every 8 hours will be
sc¢ded to the repmen and recorded.
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.- RESULTS AND DISCUSSION

- Paticnt Profile -

DATA ANALYSIS

Analysis of variance (ANOVA) with repeat-
ed observations with respect to time was used
for data on theophviline and lagundi doses
for the four variables: blood pressure, pulse
rate, respiratory rate and PEFR. If a statisti-
cally significant result is obtained, Duncan
Multiple Range Test was employed to deter-
mine the specific periods of observationswhich
are significantly different from baseline.

Friedman two way analysis of variance was

employed to determine if there was significant

difference in the severity of cough, wheezing,
dyspnea and chest pain over time.

Mann-Whitney U Test was uscd to determine
if there was significant difference between the
two treatment groups with respect to their ef-
fect on the severity Qf wheezing, cough, dysp-
nea and chest pain,

From Sept. 22 1o Dec. 31, 1987, 43 sutjects
participated in the clinical trial. 3 dropped out
of the study after 24 hours. All of them were
in the theophylline group. The first one drop-
ped out to take care cf her sick child; the se-
cond due to inclement weather (typhoon) and
the third for unknown reason. Only 40 subjects
were included in the following discussion.

The 40 subjects were equally distributed for

cach treatment group — 20 in the lagundi group.

and 20 in the theophyiline group. There were 7
males and 33 females with a ratio of 1:4.7. In

" the lagundi group, there were 19 females and

only I male while in the thcophylh..e group,
there were 14 fcma}-s and 6 males.

The mean age for the lagundi group (31.2
years) was slightly lower than the theophylline
gioup (34.7 years). The mean age for all
subjects was 32.95 years. The age range for the
lagundi group was from 20 to 48 years while
that of the theophylline group was from 16
to 72 years. Mean duration of illness for the la-
gundi group was 13.3 years while that of the
theophylline group was 18.1 years. The mean

.

' Laboratory Tests Results

1
{

duration of illness for all subjects was 157 .
yeats. The {requency of attacks was similar for
both greups which ranged from weekly to year.

ly. Al the subjects included in the study had

previously been taking either a theophylline

preparation, beta-2 agonist agents or both,

There were 3 subjects with concomittant

iliness. 2 patients in the lagundi group had
mild hypertension and 1 patient in the theo-.
phylline group had nodular non-toxic goiter.

All blood chemistries were within normal

limits except for 2 patients. One of these s in
the lagundi group and has a WBC count of
13,000/mm3. The other patient i3 in the
theophylline group and has 2 WBC count of
10,000/mm3. Both have normal’.differential
counts and had no clinical evidence of [nfec.
tion.

2 patients in the lsgundi group has slightly
elevated eosinophil count at 0.04 x 109/L. 2

elevations at 0.03 and 0.07 x 109/1 respective-
ly.

25 out of the 40 subjects had their chest
‘ x-ray done within the year. All showed nomal
findings except for 4 patients. 2 patients show-
ed minimal infiltrates in the vpper lung fields
interpreted as mix'\imal pulmonary tuberculosis
activity undetermined, one of these belong 1o
the lagundi group while the other was in the

- -—————————— .. theophylline group. One of the patients in the

lagundi group had a chest x-ray which showed -
empliysematous changes while the other ps.

tient in the theophylline group showed streaky

densities on both lower lung fields interpreted

as chronic non-specific inflammatory disease.

Figure 1 illustrates graphically the mean
PEFR values of both the agundi and theophyl
line treated groups over time,

The analysis of variance (ANOVA) with
repeated measures showed a significant diffes.
ence in the mean PEFR values of both treqt.
ment groups over time. This means that ‘both
drugs, lagundi and theophylline, caused signi-
ficant bronchodilation over time. Duncan mul.
tiple range test showed significant increase in
the mean PEFR values (from baseline fo 238.75
L/min.} of the lagundi group bcgmmng at the

THE FILIPINO FAMILY PHYSICIAN

4072

patienis in the theopiiylline group also showed __




tbird hour reaching 257.5 L/min. {This was
sustained up to 8 hours). This means that
the onset of zction of lsgundi is at 3 hours
" post-dosing. For the theophylline group, signi-
flcant increase in the PEFR value was noted
at 1 hour (from a baseline of 257,75 L{mia.
to 288.75 L/inin.) which corresponds to its
onset of 2ction. This effect was zustamcd
throughout the nudy pcnod. S
Companng ‘the 2 "drugs in terms of their
effect on the PEFR values uging tha ANOVA
with repeated measures, the results showed
po significant difference between the two
trestment groups st P > 0.05. However, since

the sample size is still inadequate, it cannot __

yet be concluded that lagundi is as effective as
thcophylhnc

"Figure 2 iilustrates graplucally the mean
pulse rate of beth treatment groups over time.
ANOVA with repeated ineasures showed no
significant difference in the pulse rate of both
treatment groups over time. This means that
both drugs are safe in that they do not signi-
ficantly affect the pulse sate, They are acither
myocardial stimulants not depressants.

There was also no significant difference
between the two drugs in terms of their effect
on the pulse rate,

Figure 3 ilustmtes graphically the mezm
respiratory rate (RR) of both treatment groups
over time. The ANOVA showed no significant
difference in the mean RR of both treatment
groups over time. This could be s0 because
most patients included in this study had only
_mild asthma and are thus not tachypneic. In
fact, the mean RR for all subjects was only
20.5/min. Even if the patients responded to
the medications and had relief of their bron-
chospasm, no significant drop in the RR fs
expected because of the above stated reason.
What is important to note is that the mean
RR did not increase which means that the
patients did not get worse,

Figure 4 illustrates graphically the mean
sitting blood pressure (BP) of both treatment
groups over time. There was sigrificant diffe-
tence in the mean stting systolic BP over time
for both treatment groups. In the lzgundi
group, the mean baseline systolic BP at sitting
position was 109.75 mmlig. At 30 mirs. and
at the 6th hour, tnis was sigrificantly lower
at 30 nuns. with a inean realding of 1069
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mmHg.. This was alio noted at the following
observation periods: Z hours (hrs), 4 hrs,
5 hrs., 6 hrs, 8 hrs~and 72 hys. These changes
could be due to the relief of bronchospasms
or due to the fact that the patients were rested
for a longer period of time. It is also important
to note that elthough there was a significant
decrease in the sitting systolic BP, this effect
was not consistent throughout the study pe-

riods. No “patient reached hypotensive levels

nor were there comphints of dizziness attr- -
butable to the decline in BP. All these plus
the fact that all patients (except for the 2
previously mentioned hypertensives) were nor-
motensive geem to point out that these differ-
ences were not really that important. These ™
findings were also not consistent in the 2 pa-
tients (both in the lagundi group) with mild
hypertension. One patient had a slight’ in-
crease in systolic BP while the other had a slight
decrease.

Comparing the two, there was no significant
difference between lagundi and theophylline
in terms of their effect on stting systolic BP,

For the sitting diastolic BP, there was no
significant difference in both treatment groups
over time. There was also no significant differ-
ence between the two groups in terms of their
effect on sitting diastolic BP.

Figure 5 fllustrates graphically the mean
standing. BP readings of both treatment groups
over time.

ANOVA with repeated measures showed no
significant difference in standing systolic BP

readings of both treatment groups over times . ... . -

There was also no significant difference bet-
ween the two drugs in terms of their effect on
standing systolic BP. .
There was a significant decrease in the mean
standing diastolic BP for both treatment groups
over time. For the lagundi group, the baseline

measi © diastolic_ BP_in_standing position was

84 mmHg and there was a significant decrease
to 77 mmHg noted at the 4th hour up to the
8th hour and at the 24th hour, For the
theophylline group, the baseline mean standing
diastolic BP was 79.8mmHg which significantly
decreased to 75 mmHg at 30 mins., the Ist hour
and the 4th hour. Again, the reasons previously
cited could be used to explain the significant
decrease in BP readings, ie. — relief of bron-
chospasm and longer period of rest. Similarly,
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the significent deacase was not pessistent
throughout the siudy period and that the
patients did not reach hypotensive levels.

Chest Findings

The study shows that in the severity score
for wheezing in the lagundi group over time,
the higher the rank sum, the more severe is
the wheezing. Note that the changes in the

- scores are minimal. Using the Friedmen 2 way —--

ANOVA, there is no significant difference in
the severity of wheezing at P > 0.05. This
means that patients treated with lagundi failsd
to show a significant improvement of their -
wheezing over time but might alco mean that
lagundi prevented their wheezing from getting
worse.

The severity scores for wheezmg in the theo-
phylline group over time showed results of sta-
tistical analysis indicating significant improve-
ment in the severity of wheezing at P > (.05,
This was noted as early as the second hour and
was sustained throughout the study period.

Mann Whitney U test was utilized to com-
pare the two treatment group with respect to
their effects on wheezing. There was a signifi-
cant difference between the lagundi and
theophylline treated group at the 6th hour/8th
hour, 24th hour and 48th hour. This means
that the improvement in the severity of wheez-
ing in the theophylline treated group was signi-
ficantly better than the lagundi group at the
observation period stated above.

Cough

e

cough in the lagundi group over time showed
no significant difference in the severity of

“cough in this treatment group at P> 0.05. This

means that patients treated with lagundi failed
to show significant improvement or deteriora-
tion of their cough over time. A larger sample

. size might be able to detect a significant differ-

ence. Although previous studies showed lagundi
to be effective against cough of viral origin, the
parameters used was more of {requency rather
than severity, so the results ate not quite com-
parable.

Staustical analysis of the severity scotes for -
cough in the theophylline treated group over
time also showed no significant difference i
the severity of cough in this treatment group
over time at p > 0.05. Although theophylline
afforded significant relief of bronchospatm
and Improvement of wheezing, there ls stii} -
no significant improvement of its associated
cough. A larger sample size might be abls to .
detect a significant dxﬂ‘exenoe

JREPEINE DESURIES Y

Comparing the ‘two, troatment group with -
respect to their effect on cough, there is a
statistically sgnificant difference  between
the lagundi group and the theophylline group
at the 24th and 48th hour. This means that the
improvement in the severity of cough in the
theophylline treated group was significantly
better than the lagundi treated group at the
above stated observation périods.

Dyspnea

Statistical analysis of the severity scores for
dyspnea in the lzgundi treated group over time
showed no significant difference in the severity
of dyspnea in this treatment group over time at
p > 0.05. This means that although patients
treated with lagundi had significant relief of
their bronchospasm, yet there was no signifi-
cant improvement in the severity of their
dyspnea. However, lagundi might have protec-
ted them from getting worse.

With regaxzis the severity scores of dyspnea
in the theophylline treated group over time,
statistical analysis showed no 3ignificant differ.

“Tence in the severity of ‘dyspnea in this treat._

ent provp over time at p > 0.05. This meang -
that the degree of dyspnea in patients treated
with theophylline neither improved nor
worsencd -

Comparing the two treatment groups with
respect to their effect on dyspnea, there wag
a statistically significant difference between
the lagundi group and the theophylline group-
at the 48th hour. This means that the mm.
provement in the severity of cough in the theo-
phylline treated group was significantly better
than the lagundi treated group at the obserna.
tion period stated above,
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Chest Paias

Friedrian 2 w1y ANOVA sghowed no dzri
ficant diiference in the severity of chest peins
cver time for e lagundi group &t p > 0.05.
This means that patietns treated with lagundi
falled to show a sgnificant improvemeat or
worsening of their chest pain over time,

For the severity scores for chect pain in the
theophylline grovp over time, statistical zna-
lycis ghowed no sgnificant diff=rence in the
severity of chest pains over time for this treat-
ment group at p > 0.05. This mneans thst pa-
tients treated with theophylline failed to show
a significant improvement or worsening of their

chest pain over time.
b4

Comparing ths two treatineat groups with
respect to their effect cn chest peins, there is
ro sicnificant difference between the lagundl
group and that of the Lh:op“yll.nc group at
tuy observation peniol. No t one drug is super-
ior to'the ctler with 1s:: sioect to their effect on
chest pain.

Number ¢f Salbutzric] Teblets

Twelve patiens (30T of the =mgple e)
took suibutamol ableis after 24 hours becsuse
they developed zsthniziic attacks. Eight (8)
ware in the lagupdi grocp and four (4) in the
th=ophvlline group. Cf the 8§ subjects in the
lagundi groeup, 1 paticrnt took 8 Saibutamos]
tablets (This patient had beem on prednisone
for 10 deys but has stopped since 3 weeks prior
to the study and had feir conuvol of her asthrma.
He bronchial airway hyper-teactlvity might
have flared up again); 1 patieat took 4 tablets;
another patient took 2 tablets end 3 patients
took | tabkt each. The total rumter of zalhy-
tamcl tablets taken in the krundi group was
27. Of the 4 patients in the thophylinine group,

VCL %XVI JANUARY-MANCH 1983 3. 1

1 patent took 3 wsblets and 3 patients tock 1
tatlet terch, Totl number of smlbutemol
tsblets taken in the thsophylline group was
only 6. No statistical snelysis was employed to
anelyze the difference between the two treat-
ment groups i terms of the number of addi-
tional medications taken but it seems apparent
that theophylline patients fared better than the
legundl padents in that they took less saibu-
tamei tablets.

The fact that these natients took salbutamol
tablets did not Invalidate the previous conclu-
sions drawn for the above parameters, regard-
less of the treatment groupe All patients took
these pdditional medicetions sfter the first 8
hour observation period which leaves us to
account only for the 24th, 48th and 72nd hour,
Reviewing the individaul charts however show-
ed that all parametera went down (reflecting
worsening coadition) during these three obser-
vatico perisds even if the patisnts 100k safbu-
tamol tablats in contrast tc the general trend
which thows that Cie paremeters were going
up (seflecting Improving condition), This means

zt the intake of selhutamol! tablets did not
contribute sznifizently enough to alter the
results of the (differeat parameters under
study,

Adverse Effecs

Two (2) patients in the lagundi group com-
plained of vomiting; another 2 noted desquama-
tion of the skin cver their palms and another
one complained of sincrease frequency (but not
amount) in urnstion

Threz (3) patients in the theophylline
gzoup complained of nausea arnd cne of them
vomitied; 2 ccraplained of cold sweats and
palpitztions; another 2 complzined of head-
sches; 1 complained of epigastric pain and
another ans complained of dizziness.
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CONCLUSIOGN AND RECOLMENDATIONS

Results of this study showed that lagund!
caused significant bronchodilating activity and
had fewer side effects. Although theophylline
has a slight edge in terms of therapeutic effl
cacy, yet lagundl still holds to be & promising
drug in the future. The lagundi tsblets used
were but made from crude drisd leave; and
might contain only minimal sctive compounds.
Thus, the dciage used although at 15 mgfkg.f
dose might actually be inadequate. Further
investigations must be undertaken and the fol-
lowing steps are recommended.

1. Active priaciple should be izolated.

2. Studies should be done correlating

bronchodilztion with serum levels.

3. Phermacoldnetics and pharmeacodyna-

mics of lagundi thould be studied.

The Increasing uses of medicinal plants, the
present retiwun to Mother Earth and nature’s

- product, the number of people from all over

the world who rdly partly or completely on
herbal curce and the succes they schieve, are
clear indications of the podtion these plants
occupy in the practice of medicine today.

In our country, the cost of importéd medi-
cine is becoming prohibitive, This shows us
clearly the urgest need for extensive rssearch
on our medicinal plants, Never before had we
been so forced to rely upon our own resources
as we are then when the very life of our nation
(for people are the pation) depeaded uppn the
herbs that God had graciously given ug.

LAGUNDI IS A SPAR{ AND WE HOPE
THIS SPARK SHALL START A FLAME,

. —— gt

Appendix A
G:ading of Asthrma

Grade 1A

Patient only able to carry housework or job
with great difficulty. Sleep frequently disturbed,

Grade 1B

Paticat only able to carry housework
or job with great difficulty. Sleep frequen
disturbed.
Grade 2A

Patient confined to chair or bed but able

1
t

!

to get up with moderate difficulty. Sleep Is °

disturbed with little or no relief from inhaler,
Grade 2B

Patient confined to chair or bed and only
gble to get up with great difficulty. Unabdle
10 sleep. Pulse rate over 120 per minute.’

Grade 3 ’

Patierit totally confined to chair or bed.
No deep. No relief from inhaler. Pulee rate
over 120 per minute.

Grade 4

Patient immobilized and completely ex-

hausted.
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From:
Mary Ann Coral-Amasifuen .
Kelatron Corporation World Headquarters Kelatron Corporation Botanical Division
1675 West 2750 South 2145 Barefoot Park, SW
Ogden, Utah 8440 | Wilson, North Carolina 27893
_ Phone (801) 394-4558 Phone: (252) 234-7160
To:
Office of Nutritional Products

Labeling and Dietary Supplements (HFS-820)

Center for Food Safety and Applied Nutrition
Food and Drug Admlmstratlon '

200 C Street SW

Washington, DC 20204

In accordance with:
TITLE: 21-Food’Afid Drigs ;4. -~

Chapter I - Food and Drug Admlmsiratlon

Dept of Health and Human Services

Part 190 — Dietary Supplements _

Subpart B—New Dietary ingredient Notification
Sec. 190.6 Requirement for premarket notification

(1) Name and address of di_:_'»tLi_but&r Kelatron Corporation
1... 1675 West 2750 South
/ "Ogden, Utah 84401

(2) Name of new dietary ingredient: BioVitaflu / B10V1tabronch (Vltex negundo, L)

(3) Description of new ingredient: BioVitaflu / BioVitabronch is the bulk pure leaf
powder of the plant variety Vitex negundo, L. harvested. for medicinal purposes in the
Philippines. There has been clinical research done on the effectiveness of this plant for
enhancing air flow in and out of lungs and reducing phlegm caused by congestion in the
lungs. It is currently in use in the Asian market under the name Lagundi, which is the
local name for the plant in southeast Asia.

(3) () Level of new .ingredient: The product contains only the pure plant leaf powder of

Vitex negundo, L and no other substance, to be sold in bulk powder form to retail
manufacturers.

(3) (ii) Condition of use: Clinical trials indicated that BioVitaflu/BioVitabronch may be
effective in relaxing smooth muscle tissue and ease night time coughing.

(4) Histo

of use: fee attathmeni/44
(5) Signature / //\ /Lm W 240/
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REPUBLIC OF THE PHILIPPINES
DEPARTMENT OF HEALTH
BUREAU OF FOOD AND DRUGS No
Alabang, Muntinlupa .
Metro Manila

29640

P.S.D. Form No. 1
Registration Status i

BFAD Registration No. : HDL~36
Classification Otc-initial

CERTIFICATE OF PRODUCT REGISTRATION

Pursuant to the provisions of Republic Act No. 3720 as amended, known as the Foods,
Drugs and Devices and Cosmetics Act, and consistent with R.A. 6675, known as the Generic
Act of 1988, the product more particularly described hereunder has been found to conform
with requirements and standards for registration of pharmaccutical products per A.O. No. 67 s.

1989.

Name of Products : Generic ¢ LAGUNDI 600 mg TABLET :
Vitex negundo L. (Fam, Verbenaceae) S

Brand (if any) @ ASCOF FORTE 600 mg TABLET

Manufatturer / Trader - g;i:‘;iis{-ﬂg:ﬁ:gies Inc.

Approved Indication (s) : For the trestment of ‘bronchospasm in acute
. e -.—— -bronchial asthma, chronic bronchitis and other
broncho pulmonary disorders. .

S
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Claimed Stability : 24 months . . c
This registzation shall be valid for —£1v8—-. ycar(s) and shall expirc on —Sept-—08, 2003 E
subject to the following conditions: . - e
CERTIFIED JRUE COPY: 1V

- (o

’Sa;acial Authenticating

SURFAU OF FOQD AND *

VALID WITHOUT OFFIC

.
. No change in thc formulation, labelling and commiercial prescntation EEhI prauTCmmr -
made during the cffectivity of this registradon without the approval of this Office.

o)

This registration is subject to suspeusion, cancellatoin or recall should violation of any pro-
vision of R.A. 3720, as amended, and/or regulations issucd thercunder involving the product

be commiteed.
September, 1998

Witness My and and Scal of this Office, this Q9th...._. day of

SL (Cellofoil) —
P6,420
9975454
. KINTARAR, M.D., Ph. D.
1 ) !

97A-305/GIM/cora
Director — C| )




